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(57) QS*&] 
Ht&] HKsS ( I ) 
[ft 13 




(5£#coffi^te£tTrol:i&£^-r„ 
R 1 , R 2 : N-XH*ftoT**l(WH:ttt7^ 
S 

&m : R 1 tR J Rt5P«-r^K*]M^tt-#;t^^T4 

R 3 : jJCJWTP, /Npy>JSTx«ffi»T;mr;« 
R 4 :7jc*IW% fiiri^JkiXBTy^M 



(2) 

1 

[#W»2fc©*BB] 

1 1 -«5$ ( I ) 

[ft 13 




: R 1 tR 2 R^PS-rSM*H^tt-#:t7S:oT4 

8 UttilSffiltS Z. ttf~C£Z>o 
R 3 : 7jc*K^, J\a?>!%7-Xm&MT)\s*)m 
R 4 :7K*HT, fi»7MMXH75Wi 
R 5 : **KTXl£fg;i$!7;i/*;i/X) 

[0 0 0 13 

aicHrr*. 

[0 0 0 23 

[«£*©&*] SJ& tt3^ffll:tDh-> (5-H 
T) jJ«BI#bT^*i:i)8«*ftSn [frflK©V"fe^ 

/Ninettes, ( 1 9 9 1 ] , 

5 - H T B % D & * BBS * fc « 5 - H T t © ff ft 
iZH^XOmfttfteZflT^Zo tfLolMtLTTS. b 

S. L*»U 73 hU7 p 5"U>%)5-HTS^f3^E 50 

*s&tt5-HT S s*#:afSifpffl*^r-r*«>©cD, 5 

-ht 2 SWffMttfMfiW;: /*7FWt'J >TO 0 
[0 0 0 3] lot, a*?65!C5-HT©Bl&0&3Ma 

« * \z 5 — HT2 * * © «, 

(Physician's Desk Reference, Medical Economic 
s Company, 0radell,NJ(1990)]„ 

^5. «^©CT^©£§*, ®WWtC5-HTH^ 

TV^S [Cell, Biology to Pharmacology and Therapeu 
tics., 488-504(1990), Psychopathology, 22[suppl 1]2 50 



#I¥8-5 3 4 16 

2 

2-36(1989), J. CI in. Psychiatry, 52, 34-38(1991), P 
sychopharmacol. Bull., 26, 168-171(1990), Br. J. P 
harmacol., 100, 793-799 (1990) ] „ 

£©«#?w 5 -HTwmv&&m&ftmfr'3 5 -ht 2 
fpffl * <t t^sc^sfpffl a 5 - h t 2 gmmsmftm tc* 

:5< fc©T&-5<h©$8^#5$>D [Marek G. J. et al.,P 
sychopharmacol ogy, 109, 2-11(1992)]. N^V H 

[0 0 0 4] 
[0 0 0 5] 

* (i) 

[0 0 0 6] 
[ft 2] 




(I) 



r 1 , r 2 ■. m-ximte-oTfcmmTxmmTji^ji 
m 

r 3 : *mm?, /\a^fym^x\mmr)^)vm 
r 5 : ^mm^-x\ti&mr)v^)vm) -e^-zn&T-b? 
[0007] ht. *sfi9Ht#* (i) p^-t 

S„ *5g^ft-&#»SrS e>tCiSBj-r^i^©S0Tg>«.o 

r<g»j &sfflagtt^*ft*« i nm 6 e©e«x«#« 
t©K*l&f*-r?>. rfg»r;i/+;i/*j thru, 
McfcmizfcMfuft^im, ^atfji/s, -f 

t e r t - A>f^S, l , V^>f* 

S, t e r t JH, l-/? 1 

2->f^fji* i, 2-i?*w? 
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(3) 



#P¥8-5 3 4 1 6 



1, l-z?*3-)V?^)VWi, 1, 2-i?*3 L )V7 : ? 
JVM, 2, 1, 3-i?^)V7 

2, 3-?*^)l7^)l&, 3, 3-&*<?-)V 
7^)V&, 1 -X^^^I/S, 2 -X9Mt<:/5Ml/*, 
1, 1, 2 - MJ^JP^DtMPS, 1, 2, 2-hU 

;*3\>P:/nfcf;pas, l-ifjy-l-^f;^DW 

x^jp*, -TnMivm, -fv^nb'ji/ 
±E*58Wft^i» (I) fR 1 , 

r 2 Rzfmm-rzikmm^t-fotte-oT 4 755 8 
ftKfl;**iRs^-rscits**-rs. ti3.t>*>, * 
mmit^m m «, tf^n [4, 2, 0] 

1. 3, 5-MJX>, ^>^>, 1, 2, 3, 4-t- 
h7tFnf7^l/>, rh7t Hn- 5H-^>7y 
ifU^T-y, 5, 6, 7, 8, 9, 



7i^?jH, m^m^*, mj^jps* 
[0008] ifmmit^m (i) \zmtm&Mi&-?z>m 

Dtf^>K, td>|, 3A^8, y?-)l 

m, 7K>t, a»u>^«, ^x>k, m^m, d 

[0 0 0 9] 
39 Wfc3] 



OH 




+ XCH2-fj 
(DO 



R 4 




Q 1 % 



R4 (KR 4 




R5 



(W) 



R3 



(vn) 



*«iSj*tt, 7i/-;wt^» (id ttrus?>ft^« 

(III) £HJfc2-fr (Jg-16) , #5tt&h!>JS>Xfc 
(IV) S7;P*;WfcS*Sl3rTlf U y-7Afi (V 
I) (IS-IS) , JfclcKU^nCAlK (VI) £g 
TcSjStCtfT^ti'iD (SHI® 
(VII) £f#3t><Z>TifcSo SSIC, 

£"T S £ £ J; 0 ^mWik^Va (viii) 
SB-IS: (Att) *xe»7x/-;Wb^« (ID 



lie J; OR 4 



x-©SJt6*fJ6S0H Ui^^i (III) is** (« 

A, n-^JUJ^A, tert-T'h^'JW 

SO, ^j*^Jpsfr;kk75 F (DMF) , X-5MK x 
h5fcHP77> (THF) , Wc^Vy, ?nn* 

;Wb£» (id a^a^-hu^Attxtt^'j^Aifitu 



(III) SffltA, A 



t so mtmmzft5<it&-z%%. 
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(4) 
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6 



vy\t&® (iv) i*©K*#**©r;^;wfc;»l 

(V) mA.W\nV>imT)V*)V, Msfrtt'sti, 

m%.te7-tb>, hu;v, thf, x 
tt^flE (y^/-;k x^y-;k thf, x~?;i/X 

**-MJ*A, **fl: I J?tfA7\0'Sx9A*) #ftT 



OH 



10 



, Rl 



[0 0 10] 
[it 4] 



,-R 1 




N 
Y 




(n) 



(IX) 



fllo ) 

0, M^«lh*y*J^J«, t e r t -fb^ 

e r t - ^^3t»**#tf 5. tl, iff * L < ft h U ?;US 

>-fb^ (IX) t, 7i7-M&« (II) 

»-5W*fc&ft (ID U&rJ-HJ^A:® 
XIWJCAfttLfct, fl^U (IX) i^flHtgtt* 
^fiTT^MSTTff^ (HIS) , 3?fe©IK«SK 
IS, WA«S»S7C, ?&£M7C©«&«7cHJiS 1 £>L.<« 

K-ffffla-rscttcfeoT*^^* (vim 



50 



(vnD 

F (RTDMFift-T) , ^^?;i/x;^*->F CKT 
DMSOtftt) , x-T-;k *, frXltX? 

Ttt, *Kft^-h«J^A, ^Kft^'J^A, **ft^h 
<J<7A, zKSHfc* <J -7A, **fc>J?>>A, «K#U>> 
A, iMW-MJtfA, r/SMUJ^tfA. ^yCAte 
r t-^h^->FIAW^5. Sfc±IB^2XSfC 

u^DDSt, mm, mm, mt#.mm-mmmm^ 

[0 0 11] 
[ft 5 3 





R 4 Z (IX) 



(vn) 

xib, 7V-)i>x)v-fc-)v**is&tvTiz, 7x.-)v xn, mm^)vm, itxf;«xiiiiynw« 
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(5) 

7 

\X *«*7 l h5fcKnfc!'J>>>4fr&'» (VIII) t-to 
M«M«a<7?7;^;MbSI (x) t*7-tb>, 7-fch 
f h5tFD77> (HTTHFiftt) , 

(BUS) *N-7^*;WfcKJ6©9JStbT£tT 
-Jyfc&m (VIII) RrWE-CDK«*fj6*(DffiR7 , A^A' iff 

r;P5*t HM^K**fl:*^*^ h u ^a, h u r± v 
hu^A^cD#ffiT^^y-;K x^y— ;k thf, 

(2) »7ESjStcJ;^T;^;Wb 
♦SJSli, *fefcJ;Dfls^<» (VIII) £^©&fe*WS* 

St©**, »*Vittfirj*fc«fe5it46ffla*J6b, -eoifi 
[0 0 12] 

#fS9ift;£«Ki. l*T!TOi:5-H 
g^tt^T, MiS^ata, ^ft'MdUE, 

&n%m%&<D&»<r>iz.mz%m^z\ tw%%, « 

T, 5 -HTBSOiiM 

*KikR«6-HTia»fl:iiNRK«f3V»TB]*T 

So 

[0 0 13] 1) 5-HTWRt)a*HiFttlft 
in vitro fe£B$ 

5-HTIKD &#IH«J£tttt. ltlfcfl:#»«l 5 - H T 
S®0ii*Sfi^O [ 3 H] -y^n^7A©^S^ 
^(CffllMT-S^TtSKLfco D'amato RJ I. Pharm 
acol. Exp. Ther., 242, 364(1987) (CfB«L£:75i££ 50 



#I¥8-5 3 4 16 
m^Tco mi. OnM© [ 3 H] -y^n^7At7y 

h*iia&KiR«* mo. 4mgiei) &£zmmit 

■erVsZ-grnvrcO. 5 ml ©««$t£2 5t:T6 0#M 
>HiaHMWU#>F**HiUfc. 5 -HTSJ&Oii 

*gK&^©#sw^-&att, t>i&mm.<D#mm 

y)V*tt<?> (10wM) SJ0^.T*J6&##S«<6 
£tt© I Coo (#SW^-&*S: 5 0 %M'i>$tt?>««) 

*smb, wmim (kid tssibTffofc. 

in vivo iftlfc 

1 - 5 -A-f KQ^yh'Jy* 
h 7 y > ©fr^if^ <A TtS It L & (Naunyn-Schmi ede 
berg's Archives of Pharmacology, 311:185-192, 198 
0). f!3 0~4 0 gOittl CR?7X§l^fc. f£ 
IftSSfcSISJttl'sS-^L, 3 0Mti-5-A-fHn+ 
yhU7"h7r>9 Omg/k eSIMRftS^U 5# 

mJK^-te©3«Bibfe. ttKXftOffftiH:. «ff»«D 
fgHtC^TS EDso flt&ffl V^Tff o fco 

[0 0 14] 2) 5-HTS*Da*E*aWttK» 
ttfkfc^fttfS'^hV-Afcfc^'T, [ 3 H] -5- 
HT, [ 3 H] -/;PTFl^^-U>*5<tr; [ 3 H] — HA 

5>©Btoa*sv^tc«iw-rs^Ttt»jbfe. mmt 

BiWW Blochem. Pharmacol., 28, 2645(1979) \ZWM 

*i*i»iw***?tDai, 5-HT*«t^y;P7 

V-AS3 7 t C3^W-f >+3.^-y3 >U [ 3 H] 
-5-HT, [ S H] -;;P7r'l/tU>Sy [ 3 H] - 

ha5> (i o- 7 m) s-tn-enjpA. s&fc2#w 

^>+a^-y 3 >Lm *ftr (0"C) U 
itbfco -€-©^y>> KXF/B^7X7-f 

Stt(iia»*tr^Jni^-r o tT4 > a > Lfc 

[0 0 15] 3) 5-HT 2 §§#:SifLf^ffl^ (in vi 

tro mk) 

mkfc^mW [ 3 H] -dr^>-tU>CD«f#SV^t:«I 
MT5*TMibfc. Leysen IE Mol. Pharmaco 

1., 21,301(1982) CffiiSLfc^&ffi^fco mi. 0 
nM© [ 3 H] -jrjr>t'J h^KAMW* 

(tto. 2mgiat) Jktfumt^®*^htz±m 

0 . 5ml ©S«S 2 5 3 0 ^MSJS^tirfc. ■€■ 
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(6) 
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9 



10 



^jfl»S©#^^^rf U > (10 MM) SADAT* 
M'>^t^I«) ftJNHU »Stegc (Kit) fcXJ* 

[0 0 16] (i£g^S) ±asw»«fet) ( *5WMfc£«r* 



*«5 -HTHmDjA*ffl:*ff5ffl (in vitro Rtfin viv 
o) WS-HTig^gffifM (in vitro) SfffL 

[0 0 17] 
[HI] 





Pl#fPffl (Kite) 


5-HT 2 gWJSStflUil 


si as m 19 


2.9 nM 


76 nM 



#5691 1 4 c n 6 ©H tc $ n^> t> ©T 



59 



50 



rfA, ^-'J-m =fv?fi, X5Pk>^ 
rj 3-;Mg^©^Jfi©t>©#t#tf Sn«. g#t4^ 

jh, m&m, mm, mmmz&zm 

#», 

10 0 Omg, £f£L<ttl 0~3 0 0mg©l6BITl 

[0 0 18] ^ 

TC^flfffi (CisHuNOC 1 FibT) 
C(%) HCK) N(X) 
a^fil 64.40 5.40 5.01 
mWiW. 64.43 5.39 4.97 
SS##f« (m/z) : 243 (M + ) 
^^t*l«7.^^ b)V (DMSO-d«, TMSWgPg 

m 

6:2. 04-2. 12 ( 2 H, m) , 2. 87-2. 
9 2 (4H, m) , 5. 3 0 (2H, s) , 6. 8 7 

(1H, dd, J = 8. 79, 3. 91Hz), 6. 9 
3 (1H, dd, J = 8. 7 9, 8. 7 9Hz), 7. 
96 (1H, dd, J=7. 8 1. 4. 88Hz), 
8. 47 (1H, d, J = 7. 81Hz), 8. 83 

(1H, d, J=4. 88Hz), 8. 93 ( 1 H, 
s) 

[0 0 2 0] (2) 3- [ [ (7-!7;M-D-4— f > 50 



* [I 

its**, 

[0019] mmmi 

(1) 7-7;^D-4 — (>?S — )V3. 04g (2 
Ommol) fc±tX3 -9 DD^^HfU v>> • UK* 
3. 44g (2 1mmol) ft 5?;* ^I/X^^^v H 
(DMSO) 5 0m 1 tC^U 7 Jl/=f>#H^T, £ 
nfc 6 0 %HmVC^r b U #A, l. 9 2g (4 8mmo 
1) ftJPA, ffi^LfCo Z.(Dt%, 5fi*fcfcJ:*ffiilU:W 
fttt)A5fcs6, *«jiftH*6ft:ViSfft3kJST??&SlL 

fee &UTimmm&vfc'&, *ftinA, 

X3MH 0 0m 1 K**L*i*it> \Z, 4N-W1X 
^)I/?§^1 0m 1 ftjDA, tftBftfta^-r^r itcj; 
D, 3- [ [ (7-7Mn-4-f>^) 
->] *5MH £>)>>>■ IMS* 5. 5 9g (10 0%) 

ft*e«gfttLT#fe. 

Ml 5 9- 1 6 0t 



4? 



CI CO F(X) 
12. 67 6. 79 
12. 63 6. 66 

rt^vO lf'Jy>-IS«l. 40g 

(5. Ommol) tl 0 Xfctkfcj- b 'J A2K8S?£ 1 
OmlftJpA, ffi-ffc^l^-Tfjatm *S*«t»^h'J 
^ATffiL, ?§«ft«J£g*Lfc 0 #£ttfc?fi«feft 
^yI/>5mlt;MU M'Oi'JH. 19ml 
(10. Ommol) ftJpA, 1 «3l8]M&«iffiL;fc. ^ 

tfc± D i -^y-J)V- 3 - [ [ (7— y)^U-4- 

2. 0 6g (10 0%) ft^meS^tLTftfeo 
Hfo&l 9 l-192t 
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(7) 
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11 



12 



7C*^Wflt (C22H21NOB r FiLT) 



HOD 
5. 11 
5. 38 



NOD 
3. 38 
3. 35 



COO 

99Mt 63. 78 

mmm 63. 70 
mmttrnm (m/z> : 3 34 (m + ) 

m 

6:2. 04-2. 11 ( 2 H, m) , 2. 84-2. 
9 2 (4H, m) , 5. 3 5 (2H, s) , 5. 9 1 
(2H, s) , 6. 84 (1H, dd, J = 8. 79, 
3. 42Hz), 6. 92 ( 1 H, dd, J = 8. 7 
9, 8. 79Hz), 7. 4 4 - 7. 4 5 (3 H, 
m), 7. 52-7. 54 (2H, m) , 8. 22 (1 

H, dd, J = 8. 3 0, 5. 8 6 Hz) , 8. 67 
(1H, d, J = 8. 30Hz), 9. 21 ( 1 H, 

d, J = 5. 86Hz), 9. 25 (1H, s) 
[0 0 2 1] (3)1 -**>z?)V- 3 - [ [ (7— 7)V 

^P^M. 8 6 g (4. 4 9mmo 1) J—)V 
10mlK*iU *^T, **lb*^*^-hU»>A2 
0 3mg (5. 37mmol) l^fitT, 2B# 

ftH7^P/V-;H0ml, y-<yynh 0 ;i/X-f 
0ml<OH-&«HKK»*U 8»+K, 4N-« 

I, 4-5>**tf>W*2ml ftin*ft. mWffc tff 

tH**3BtU -f yyn/v-^ : y^vynwu- 

7^=1 : 10ffl^««Ti5fe»"rsri:tJ:D, 1 
>v;l/-5- [ [ (7-7WD-4-f>^) :* 
*^)V\ -1, 2, 3, 6-fh7bFDh°Uy 
>-Iill8 8 7mg (5 3%) StfiftiibTff 

H£l 9 3- 1 9 5TC 
Sf£##rfit (C 22 H 25 NOC 1 FtUT) 

Ctt) Htt) NOK) Cltt) 
3*HB 70.67 6.74 3.75 9.48 

mmm 70.54 6.74 3.70 

mmttmm (m/z> : 3 3 7 (m + ) 

««ft#R»X^ HI/ (DMSO-de 
IPO 

5:2. 00-2. 0 7 (2 H, m) , 



9. 58 



Ftt) 
5.08 
4.94 



Br (%) F(» 
19. 29 4. 59 
19. 02 4. 52 
*45 (1 H, m) , 2. 48-2. 

2. 67-2. 7 0 (2H, m) , 
(2 H, m) , 3. 00-3. 1 

3. 40-3. 50 (1 H, br) 



10 



20 



30 



TMSWffiS 40 



2. 3 0-2. 



6 2 ( 1 H, m) , 
2. 8 5-2. 89 
5 (1 H, b r) , 
, 3. 5 4-3. 7 



0 (2 H, m) , 4. 3 2 - 4. 5 2 (2 H, m) , 
4. 49 (2H, d, J = 3. 42Hz), 6. 05 
(1H, s) , 6. 76 (1H, dd, J = 8. 79, 



(1 H, d d, J = 8. 7 
4 2 - 7. 5 4 (3 H, 
(2H, m), 11-12 



3. 9 1 H z) , 6. 8 8 
9, 8. 7 9 H z) , 7. 
m), 7. 58-7. 73 
(1H, br) 

[0022] mmm2 

i-^>v;j/-5- [ [ (7—7)V*u-4-<i>jr— 

M ^^v] *9\>M -1, 2, 3, 6-fh7tFD 
lfUy>Itl3 7 4mg (1. Ommol) £*J60B 

ico (2) tHaicjftawiHttufca, #6n&*tt« 

1 (10. OmmoDSftT, 4KfMSpJ»ajsffib&. 
*fifc»3JJ«. /JC^SPA, WXf^Tiffl, 10%7jC 
»ffc^HJ*A*»«, 7k. «SfMfe**T?«fe»L, Mzk 
*»^HJ*ATtt«, J§*^MffiSSbfc 0 S6K» 
SftSX^y-^i^S : 1 1 2mll:» 

«?U ^nt*8ft* T JW5 6 1mg (lOmmo 

i) loMteiiibfeo satcftaret 7j< 

0 : 1) TfMSU t«»16 8mg^|fco £S 

\z^n^v^unj—)V : ^vyp»x-T;H 

1 : 1<2)&£HHK1 2mll:M > 4N- 
liL 4-^W>M2 0 0/il^Mfcc IB? 

5- [ [ (7—7)V*n-4 — (>¥ 
-;W ^^;W -1, 2, 3, 6-rh7tF 

DK'jy> -ttBttl 6 Omg (5 6%) **fi«sat 

1*^2 1 6-2 1 7t 



7C*^Wft (C15H19NOFCI tLT) 



SS##T« (m/z) 



C(X) HOO NOO 

ffllftfi 63.49 6.75 4.94 

mmm 63.24 6.75 4.94 

2 4 7 (M + ) 



m&ngiTsU? hJV (DMSO-de, TMS« 



2 . 0 6 ( 2 H, m) 



3 2 (2 H, b r 50 



CI 00 
12. 49 
12. 39 

s) , 

3. 

s) 

6. 



FOO 
6.69 
6. 66 
2.8 3 



(2H, m) 



1 3 
. 4. 
7 8 



(2 H, b r 
5 0 (2 H, 



s) 
s) 



2. 
3. 
6. 



(1 H, d d, J = 9. 



6 1 

0 2 

1 6, 



(2H, m) , 
(2 H, b r 
(1H, s) , 
3. 6 6 H 



—285— 



(8) 

13 

z) , 6. 90 (1H, dd, J = 9. 16, 8. 54 
Hz) , 9. 2 7 (2H, br) 

[0023] mmm3 

(1) 3 - [ [ (7-7**D-4-f>^) 
y] ^fJW HUy>«IiI (5 5 8mg, 12. 0 

mmo i) &nmmi<D (2) tmmizmmvxRm 

U SSn&Mttta^^H. 12ml (18* 

TcSf^Mrffl (CuHnNOF I tbT) 
C (%) H (%) 
aSftfi 4 9.8 9 4.4 5 
H^fe 4 9. 8 3 4. 3 9 
2 5 8 (M + ) 



#FI¥8- 5 3 4 1 6 



14 



*mmo 1) £JPA, SiaT2^pra*tfLfc, *V^T^tl 

x^;i/x-T-;i/T^#i-^ zit\z<k 0 3- [ [ (7-7 
;ktn-4->f y*f~)V> rt^] *^;M - 1 

;Hf'Ji?^a^H6 8 1mg (8 8%) £g£Htfi 

RUU 6 9- 1 7 or 



SS^«f« (m/z) 
^^#R§XA# h)V (DMSO-de, 

m 

6:2. 05-2. 13 ( 2 H, m) , 2. 89-2. 
9 4 (4 H, m) , 4. 3 9 (3 H, s) , 5. 3 2 
(2H, s) , 6. 88 (1H, dd, J = 8. 7 9, 
3. 41Hz), 6. 95 (1H, d d, J = 8. 7 
9, 8. 79Hz), 8. 17 (1H, dd, J = 7. 
8 2, 5. 8 6Hz), 8. 62 ( 1 H, d, J = 7. 20 
82Hz), 8. 96 (1H, d, J = 5. 86H^ 

Tcmttmm. (C16H21NOC 1 f • 0. 

COO HO© NOD 

airfit 62.64 7.23 4.57 

62.63 7.01 4.64 
Wmttffim (m/z) : 2 6 1 (M + ) 

mm^mx^^bjv (DMso-d 6 , tmsi^sk^ 
m 

6:2. 03-2. 10 ( 2 H, m) , 2. 29-2. 
4 0 ( 1 H, m) , 2 . 4 5 - 2. 6 0 ( 1 H, m) , 30 
2. 8 2 (3 H, s) , 2. 8 1-2. 90 (4H, 
, 3. 03-3. 15 (1H, m), 3. 35- 
46 (1H, m), 3. 57-3. 67 (1 H, 
, 3. 8 3 (1H, b r d, J = l 5. 6Hz) , 



m) 
3. 
m) 
4. 
0 



N (%) F (%) 
3.6 4 4.9 3 
3.6 4 5.0 2 
^z) , 9. 09 (1H, s) 

[0 0 2 4] (2) 3- [ [ (7— y)V*U-4--f > 
*7)V\ -l-^fJ^Uy^A- 
3^H 5 7 0mg (1. 48mmol) «tD*JS«l 
- (3) fcR«fcfrK 5 - [ [ (7-^*n-4- 

<Y>^x;w -1-^^-1, 2, 

3, 6-rb7tHnHU^>-ISI, 2 3 1mg 
(5 2%) ^ifi^tbtffco 
H£l 6 8- 1 7 0<C 

. 5H 2 Ottt) 
CI 00 FOO 
11. 56 6. 19 
11. 96 6. 00 

★ (1H, dd, J = 8. 7 8, 8. 7 8 Hz), 10. 
7 9 (1H, b r) 

[0025] mm&\4 

3 - [ [ (7-7^0-4-0^1/) ttl/] ;* 
*M tfUv>3g, 3^X^8ml, *SMfc*9 
*thU9i34 0mg*i V^JBW 3 t ^at<TO&ftT 
l-X^;l/-5- [ [ (7 -y)]/^U-4 — f 

;W *g\>M -i, 2, 3, 6-fh5tHD 

5 8 g#feo 



50 (2H, s), 6. 04 (1H, s), 6. 8 
(1H, dd, 8. 78, 3. 91Hz), 6. 90* 

TuMftffim (CizH 2 bNOFC1 tLT) 



«LfSt2 01-2131C 



SfS4>W« (m/z) 
/»fiX^^ h;i/ (KB r ) cm" 1 
8 

(DMSO-de, 

5:1. 2 9 (3 H, t, J = 7. 5) , 
H, tt, J = 7. 0Hz), 2. 3 3 
H, m) , 2. 5 0 (1 H, b r) , 2. 
t, J = 7. 0Hz), 2. 90 (2H, 
0Hz), 3. 05 (1H, br), 3. 



COO H(%) N«) 

mmm 65.48 7.43 4.49 
mmm 65.39 7.43 4.51 

2 7 5 (M + + 1 ) 

1 4 9 0, 1 2 4 



2.0 6(2 
2. 3 6 (1 
8 4 (2H, 
t , J = 7 . 
18 (2H, 



CI OK) FOO 
11.37 6.09 
11. 50 5. 97 
t, J = 7. 5Hz), 
6 3 (1 H, b r) , 
4. 5 3 (2 H 
6. 7 8 (1 H, 
6. 9 0 (1 H, 



3. 44 (1H, br), 3. 
3. 82-3. 85 (1 H, 



50 



m), 4. 53 (2H, s), 6. 03 (2H, b 
r) , 6. 78 (1H, dd, J = 8. 5, 4. OH 
z) , 6. 90 (1H, dd, J = 8. 5, 8. 5H 
z) 

[0026] mmms 

3 - [ [ (7 >?—M ^^/] ;* 

fcfU5»3g, a^MV^U^8ml, 
ft***:*- h U 5 4 Omgfif^ftMfl 3 i|^«CO 
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(9) #^¥8- 5 3 4 1 6 

15 16 

z/\ *^)V\ - 1 -< t v~/a\d)i- 1, 2, 3, 6-t-* «uai i 6- i i 9t: 

7n*#*T« (C 2 oH 26 N03 F • 0. !H 2 OttT) 



H (%) 
7. 5 6 
7.6 2 



1 4 9 6, 1 2 4 



C (%) 
6 8. 7 9 
6 8. 7 3 
(m/z) : 2 8 9 (M + ) 
a^MfiX^ h;l/ (KB r ) cm 
2 

»8»**X^^hJV (DMSO-de, TMSW 10 

m 

5:1. 07 (6H, t, J = 5. 9 Hz), 2. 05 
( 2 H, t t, J = 7. 0, 7. 0Hz), 2. 17 
( 2 H, b r ) , 2. 67-2. 70 ( 2 H, m) , 
2. 82 (2H, t, J = 7. 0Hz) , 2. 87 (2 
H, t, J = 7. 0Hz), 2. 96 ( 1 H, tt, J 
= 5. 9, 5. 9 Hz), 3. 20 (2H, br), 



N (%) 
4.0 1 
4.0 9 



F (%) 
5. 4 4 
5.3 1 



*J = 7. 11Hz), 8. 47 (1H, b r d, J = 
4. 4 1Hz) 

[0 0 2 8] (2) 3- [ [ (7-^JV^U-4 — f > 

^^;w -2-^g t ;vtru^>3. o 

0 g (11. 7mmo 1) J;D«Mtf|l - (2) 

fcfrK l 3 - [ [ (7-:?;i^n-4- 

A^P5H3. 39g (6 8%) SftSfiUBilil/Ti* 

K*^«Tffl (m/z) : 3 4 8 (M+) 

j^SX^h^ (DMSO-de, TMS|*jg6g 



s) 



6. 
6. 



5. 8 4 (2H, b r) , 6. 
7 8 (1 H, d d, J = 8. 
9 0 (1 H, d d, J = 8. 



20 



30 



4.4 3(2 H, 
5 2 (1 H, s) 
5, 4. 0Hz) 
5, 8. 5Hz) 

[0027] m: 

(1) 7—7)l*U-4-'( >?S—)V1. 87g (1 
2. 3mmol) h, 3 - & DD^fJV- 2 
U v> ■ ^K^2. 1 9 g (12. 3mmo 1) ±0* 
(1) tH«fc7^*^ft«ffVi f 3- 

[ [ (7-7;p*a-4— f >^=;w 
;W -2-^f;i/h°U> f >3. 0 0g (9 5%) 

®»4>W« (m/z) : 2 5 7 (M + ) 
««aft»X^h;V (CDC 1b, TMSftg&g*) 
5:1. 90-2. 34 ( 2 H, m) , 2. 59 (3 

H, s) , 2. 7 8-3. 10 (4H, m) , 15. 0 
1 (2 H, s) , 6. 6 3 (1 H, d d, J = 8. 0 

I, 4. 59Hz), 6. 80 (1H, d d, J = 8. 
0 1, 8. 01Hz), 7. 17 (1H, dd, J = 
7. 11, 4. 4 1Hz), 7. 74 (1H, brd, ^ 

TC^flfffi (C16H21 NOC 1 F • 10. 

C (%) H (%) 
ffllftfi 6 3.7 6 7.1 6 
6 3 . 

«S##T« (m/z) : 2 6 1 (M + ) 
MM%#m**9h)V (DMSO-d 6 , 



m 

6:2. 04-2. 10 (2H,m), 2. 74 (3 
H, s) , 2. 8 5 - 2. 9 2 (4H, m) , 5. 35 
(2H, s), 6. 02 (2H, s), 6. 93-6. 
98 ( 2 H, m) , 7. 24-7. 28 ( 2 H, m) , 
7. 40-7. 47 (3H, m), 8. 11 (1H, d 
d, J = 7. 9 3, 5. 5 0Hz), 8. 65 ( 1 H, 
d, J = 7. 93Hz), 9. 15 ( 1 H, d, J = 
5. 5 0Hz) 

[0 0 2 9] (3) l-^>v;l/-3- [ [ (7—7)V 
KUy-^D5H3. 38g (7. 90mmol) 

±0, mmmi- (3) tw«fc«7cs**ffo&at 

*fc"Tac:i:a:<, *te^J6«2 tH«lcfi^>^^fc 
SJS, jgiftSfr^, 5 - [ [ (7—7)V#U-4—1> 

-6-^^-1, 2, 3, 
6-rh7tFDHUy>-M28mg (1. 2 
%) ft*»ft*»fcLT»&. 
BJ^2 1 9-2 2 it: 



8 1 



0 3 



-) 



(5:1. 40 (3H, d, 7. 32Hz), 2. 01- 
2. 10 (2H, m), 2. 32 (2H, brs), 
2. 78-2. 92 (4H, m) , 3. 06-3. 15 
( 1 H, m) , 3 . 17-3. 28 ( 1 H, m) , 3 . 
94-4. 04 ( 1 H, m) , 4. 52 (2H, s ) , 
6. 03 (1H, s) , 6. 80 (1H, d d, J = 



50 



2H 2 Oi:LT) 
N (%) 

4.6 5 

4.7 3 

8. 5 5, 3. 6 6 Hz), 6. 91 ( 1 H, dd, J 
= 8. 5 5, 8. 5 5 Hz), 8. 98 (1H, b 
r), 9. 32 (1H, br) 

[0030] mmm7 

(1) 4-7MP-2-^fJl/7x;HH. 5 0g 
(11. 9mmo 1) ±0, mMM 1 - (1) hmffiZ 

7;v*;WKKJE*ffK 3- [ (4-^;^n-2-^ 

fJl/7i^y) tfU S?>2. 5 2g (9 8 
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17 

mMM^ZVJV (CDC 1 3, TMSftgBfiPPO 
6:2. 2 5 (3H, s ) , 5. 04 ( 2 H, s) 6. 
74-7. 03 (3H, m) , 7. 32 (1H, d d, 
J = 8. 3 7, 4. 86Hz), 7. 76 (1H, dd 
1. 9 4, 1. 9 4Hz) , 8. 5 
J = 4, 8 6Hz) , 8. 6 9(1 



d, J = 8. 3 7, 
8 (1 H, b r d, 
H, b r s) 
[0 0 3 1] (2) 



7x/ + y) t:U^>3 7 0mg (1. 7 1m 

mol) (2) £mmzffKl-*<>& 

JV-3- [ (4-7WP-2-^fjl/7x7*y) j* 
k°Uy^yD^F6 6 3mg (10 0%) « 

g»4>*T« (m/z) : 3 0 8 (M + ) 

t9L#mx*V?b)V (DMSO-de, TMSW 



2.2 0 (3 H, 
9 1 (2 H, s) 
, 7. 4 4-7. 
5 5 (2 H, m) 
9 3, 6 . 1 0 H z ) , 
93Hz), 9. 2 1 
, 9. 2 5 (1H, s) 



s) 

6. 
4 7 
8. 



, 5. 3 4 (2 H, s) , 
9 5-7. 14 (3 H, 
(3 H, m) , 7. 5 3- 
2 3 (1 H, d d, J = 
8. 6 8 (1 H, d, J = 
(1 H, d, J = 6. 1 OH 



20 



m 

6 : 
5. 
m) 
7. 
7. 
7. 
z) 

[0 0 3 2] (3) 1 -^>^;i/- 3 - [ (4-7)V* 
D-2-^^7x^y) h:Uy^A7 r n 
^ F 6 6 3 m g (1. 7 1mmol) iO**Wl- 

(3) tW«fc«7cS**ffo&flt ttfcTSEifc 

7C*^HTffi (CisHizNOC 1 FtbT) 
C (%) H (%) 

S^fit 6 0.5 8 6.6 5 
SIKffi 6 0.51 6.67 
2 2 1 (M + ) 

de, TMSftgRg 



(10) #^¥8-5 3 4 16 

18 

*SiXfJl/=4 : 1) TfflMb, 1 5 - 

[ (4-7;WD-2-^fji/7x/^» - 

1, 2, 3, 6-fh7tHnl:Uy>3 5 2mg (6 
6%) fttWffi«««libTllfc. 
S»^tFrffi (m/z) : 3 1 1 (M + ) 

mm^m^^V)v (cdci 3 , tms«» 

(5:2. 16 (3 H, s) , 1. 9 6 - 2. 3 9 (2 

H, m) , 2. 59 (2H, t, J = 5. 54Hz), 
3. 05 (2H, brd, J = l. 98Hz), 3. 6 

10 3 (2H, s), 4. 34(2H, s), 5. 78- 
5. 97 ( 1 H, m) , 6. 56-6. 97 ( 3 H, 
m) , 7. 16-7. 52 (5H, m) 

[0033] mmm s 

1 ~^>i?)l- 3 - [ (4 -7 2-*5 t Jk7x 
S*rV) -1, 2, 3, 6-rh7tHDHU 

^>2 0 0mg (0. 6 4 3mmol) £1. 2 -VP 

ppx^>3mi \zmmv, ^nci-^nj^sxf 

il/2 0 8 wl (1. 9 3mmo 1) ^M, SST3 0 

3mll:8iU 3 O^fgjniSM^bfco 4N-li 

I. 4- $;*^rU->»JK 5 0 0 ^1 Btf* 

5- [ (4-7Mn-2-^fJl/7x/^i/) 



M -1, 2, 3, 6-rh7tFDh°Uy 
12 0mg (7 2%) S*SfejB*tbT#fc. 
Ml50-151t 



mm^m (m/z) 

(DMSO 

IP) 

6:2. 18 (3H, s) , 2. 33 
, 3. 10-3. 19 (2H, m) , 
b r s) , 4. 5 0 (2 H, s) , 



C 1 (%) 

13.76 

13.61 

(3H, t, J = 7. 

J = 7. 5 H z) 



(2H, b r 
,3.60(2 
6. 0 4 (1 
m) , 7 . 0 3 
2 6 (2H, b 



s) 
H, 

H, s) , 6. 91-7. 00 (2H, 
(1H, d, J = 8. 7 9Hz) , 9. 
r) 

[0034] mmm9 

(1) ^DD^f;i/H'Jy>4g ( 2-X^)V-4-7 
JVtD7x7-;i/3. 7 6g, **ffcthU^l. 1 
4gftJBV>**«l- (1) i»MT3- [ (2- 

xf;i/-4-7*tD7x;t>') ^^;w eu^>- 

m^ffi^6. 4g#fco 

mmttffim (m/z) : 2 3 1 avn 

mm^&mTs^i? h)V (DMSO-de, TMSftgRg? 

m 



2.6 4 
(2 H, 
0 8(1 
6 0(1 
d, J = 



(%) 
4 3 
3 6 

6:1. 15 (3H, t, J = 7. 5Hz) , 
( 2 H, q, J = 7. 5 H z) , 5. 3 4 
s), 6. 99-7. 0 2 (3H, m) , 8. 
H, dd, J = 5. 5, 8. 0 H z) , 8. 
H, d, J = 8. 0 H z) , 8. 9 0 (1 H, 
5. 5Hz), 9. 00 (1H, s) 
(2) 3- [ (2-Xf^-4-7Mn7x;*y) 
40 *5=\>W fcTU^>5. 5g, I^>yJl/2 0ral, 7jC 

mit^ymi- i g zm^mmm 1 - 

(2) , (3) tR«a*jST5- [ (2-X3\^-4 
2, 3, 6-fh7tFDHUy>*tSI£6. 12 
SS^Wffi (m/z) : 3 2 5 (M + ) 

mm^m^^hji (DMso-d 6 , tms^sb^ 

qi) 

6:1. 03 (3H, t, J = 8. 0Hz) , 2. 37 
50 (1H, b r) , 2. 45 (2H, q, J = 8. OH 
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(11) 

19 

z), 2. 58 (1H, br), 3. 11 (1H, b 
r) , 3. 47 (1H, br), 3. 55-3. 8 2 
( 2 H, m) , 4 . 3 1-4. 35 ( 2 H, m) , 4 . 
4 8 (2H, s) , 6. 0 6 ( 1 H, b r) , 6. 9 3 
-7. 00 (3H, m) , 7. 45-7. 48 (3H, 
m) , 7. 6 4-7. 6 6 (2H, m) 

[0035] mmm 1 o * 

tg*5MJt* (CmHhNOFC i thx) 

C (%) H (%) N (%) 

mmm 6 1 . 8 8 7.05 
mmm 6 1 

2 3 5 (M + ) 



#FI¥8- 5 3 4 1 6 



20 



*3- [ (2-X^-4-7JWn7x7 + y) 
M -1-^>^;1/-1, 2, 5, 6-rh7tFDt: 

I«2tWi*S7?5- [ (2-X5 1 ;l/-4-^;l/^D 
7i7+y) -1, 2, 3, 6-rh7bHP 



fcfUv 



1 5 2- 1 5 4 t C 



5 6 7.0 4 



1 5 
0 9 



SS^«f« (m/z) 

hJl/ (KBr) cm" 1 : 1 5 0 4, 1 

2 0 2 

«««#R»X^ HI/ (DMSO-ch, TMSW 

in 

(5:1. 14 (3H, t, J = 7. 5Hz), 2. 34 
(2H, b r) , 2. 58 (2H, q, J = 7. 5H 
z ) , 3. 13-3. 14 ( 2 H, m) , 3. 62 (2 
H, br) , 4. 50 (2H, s) , 6. 04 (2H, 2? 
br), 6. 96-6. 97 ( 2 H, m) , 7. 02^ 

Tcmttmm. (chHsinoc i f • o. 

C (%) H (%) 

airfit 5 9.6 6 7.6 1 

5 9.6 4 7.4 1 

2 4 9 (M + ) 



CI (%) F (%) 
1 3.0 5 6.9 9 
1 2.8 5 6.6 5 
^ (1H, d, J = 9. 5Hz) 

[0036] mmm 1 1 

3- [ (2-If;l/-4-7JWD7i;^» ;*^P 
;W fc?U^>5 5 0mg, 3WfjP3ml, **ffc 
^Sl^hU^A 1 1 0mgffiV^JSM3 - (1) , 
(2) tH«(0*jgT5- [ (2-X^-4-7;P* 
D7x; + '» -1-^^-1, 2, 3, 6 

-^h^tFutfU^/ • Mmm 4 5 Omgft. 
Mb£ : 1 2 3- 1 3 5t 



1 5 0 2, 1 



, 2. 34 
a, J = 

12(1 
6 1-3. 

0 



30 



®fi^«ffi (m/z) 
*^*«JRX^ HI' (KBr) cm" 1 
2 0 4 

HI/ (DMSO-dG, TMSWBBS 

5:1. 13 (3H, t, J = 5. 5Hz) 
-2. 51 (2 H, m), 2. 59 (2H 
5. 5 H z) , 2. 8 1 (3 H, s) , 3 
H, br), 3. 39 (1H, br), 3. 
84. (1 H, m) , 4. 5 0 (2 H, s) , 6 
4 (1H, br), 6. 96-7. 02 (3H,m) 

[0037] mmmi 2 

(1) JDD^H U^>5 gt2-^DWk-4- 
7Jt/tP7x7-^5. 2 gSfflV^JgflfJl 
St3- [ (2-^Dl:;i/-4-7Jl/tD7x;+y) 

®S^«f« (m/z) : 2 4 5 (M + ) ★ 

7C*^Wffi (Ci5H2i NOFC I h LT) 

C (%) H (%) N (%) 
ffllftfi 63.04 7.41 4.90 

6 2 
2 4 9 (M + ) 



40 



9H 2 OilT) 
N (%) CI (%) F (%) 
4.64 11.74 6.29 
4.66 11.52 6.10 

HP (DMSO-do, TMSftgEHI 

m 

5:0. 89 (3H, t, J = 7. 0Hz), 1. 59 
(2H, dt, J = 7. 0Hz, J = 7. 5Hz), 
2. 59 (2H, t, J = 7. 5Hz), 5. 33 (2 
H, s), 6. 99-7. 09 ( 3 H, m) , 8. 06 
(1H, dd, J = 5. 5, 8. 0Hz) , 8. 56 
(1H, d, J = 8. 0Hz) , 8. 89 ( 1 H, d, 
J = 5. 5Hz) 

[0 0 3 8] (2) 3- [ (2-^Dt:Jl/-4-7JW 
D7x/^» tf U v>4 g, mt^>^)V2 

0ml, *KW*thU^3 7 0mg, i?nn^ 
Hx?;]/3. BmlM^jiattll- (2) , (3) , 
2t|^e6CD*j*T5 - [ (2-7u¥)V-4-7)l#U 
7x7 + y) -1, 2, 3, 6-rh7tFD 

lfU^>-«»**2. 5 1g#fco 
Hfi^ : 1 0 5- 1 0 91: 



9 0 7.3 3 4. 



C 1 
1 2 
1 2 



(%) 
, 4 1 
3 3 



F (%) 
6.6 5 
6.10 



«S##T« (m/z) 
*^*!ftJRX^ HP (KB r) cm 1 : 1 5 0 4, 1 
2 2 6, 1 2 0 4 

(DMSO-d«, TMSWSKg 59 



8 7 

i) 

? : 0. 90 (3H, t, J = 7. 0Hz) , 1. 55 

(2H, dt, J = 7. 0, 7. 5Hz), 2. 35 

(2H, b r) , 2. 54 (2H, t, J = 7. 5H 
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(12) 

21 

z ) , 3. 13-3. 14 ( 2 H, m) , 3. 61 (2 
H, br) , 4. 5 0 (2H, s) , 6. 0 2 (2H, 
b r) , 6. 9 6-7. 0 1 (3H, m) 

[0039] mmmi 3 

3- [ (2 -7 P Dtf;l/-4-^;i/^D^x/4 1 v) 
M fc!U5»2g, aWWHOml, *#ffc*#* 

7C*^Wffi (C16H23NOC I F • 

C (%) H (%) 
a^flt 5 9.7 9 7.9 6 

mmm 59.67 7.85 

K«^«f« (m/z) 2 6 3 (M + ) 
^Wm$L7,<2 b)l (KB r) cm 1 : 1 5 0 2, 1 
2 0 4 

(DMSO-d 6? TMSWgKg 

*P0 

6:0. 89 (3H, t, J = 5. 5Hz), 1. 55 
(2H, dt, J = 5. 5, 5. 5 Hz), 2. 43 
(2H, b r) , 2. 57 (2H, t, J = 5. 5H 
z) , 2. 8 2 (3 H, s) , 3. 1 1 (1 H, b 
r), 3. 41 (1H, br), 3. 61 (1H, b : 1 3 0 - 1 3 1 1; 

7C*»«f« (CibHibNObF • 0. 6H 2 OiLT) 
(%) H (%) N (%) F 
5 2 5.7 9 
8 3 5.6 0 



#FI¥8- 5 3 4 1 6 



22 



**thUW3 7 0mgffl^IM3- (1) , (2) 
<t|w|«co^j*T5- [ (2-7 p nt:;^-4-^;^n^ 

x/ti/) -1-^^-1, 2, 3, 6-^ 

Bi^ : 1 3 3- 1 3 6C 



1. 2H 2 OtbT) 
N (%) CI i%) 
4.3 5 11.03 
4.6 2 11.15 
*r) , 4 
6.9 3 



F (%) 
5.9 1 
5.6 7 
4 7 (2 H, s) , 6. 
7 . 0 1 ( 3 H, m) 



0 4 (H, b r) 



[0 0 4 0] 1 4 

^pp^;]/if U 5?>3 g £4 -7)V3rU7jLj -)V 
2. 2 6g, ^>yJH5ml, imit^m^b 
UW3 5 7mg, ^7DDgiXfJl/2. 25ml^ 

7x7 + y) -1, 2, 3, 6 -rh7tFD 



c 

mmm 5 7 . 

%mk 5 7 . 
mmttffim (m/z) 207 (m + ) 
m^mmiT,^? hjv ckbt) cm 1 

2 0 8 

««»#R6X^# HI/ (DMSO-d 6 , 
2P) 



J/9 



6:2. 25 (2H, br), 3. 0 4- 3. 0 7 (2 
H, m) , 3. 5 4 (2H, b r) , 4. 4 7 (2H, 
s) , 5. 9 9 (2 H, b r) , 6. 4 4 (2 H, 
s ) , 6. 96-7. 00 ( 2 H, m) , 7. 09-* 
jcmftffim (CirHsoNOsFtbT) 

C (%) H (%) N (%) 
fflUfi 60.53 5.98 4 
SUNK 60.22 5.88 4 
®fi##Tffi (m/z) 2 2 1 (M + ) 
^iPMX^^ (KB r) cm" 1 : 1 5 0 8, 1 
2 0 8 40 
mmm&mx^? h)l (DMSO-d 6 , TMSftgKil 



(%) 

4.19 5.6 9 
4.17 5.5 3 
★ 7. 13 (2H, m) 

i5i2,i [0041] mmmi 5 

3- [ (4-7WD7x7^» ^?;w tfUv/1 
TMSftgRfil g, 3WfA5ml t **ft* 1 >#thU»>A2 2 

3mgffl^I«3iH80^5- [ (4-y)\s* 
D7x7+y) *3=\>M -l-^^;l/-l, 2, 3, 6 
-Th7tFnfc°iJy>-7^ill. 07mg# 

fee 

1 2 8- 1 2 91C 



1 5 
1 2 



2P) 
(3 

2. 
r) 
r) 



2. 2 2 (2H, br) , 2. 4 5 (3H, s) , 
71-2. 73 ( 2 H, m) , 3. 19 (2H, b 
4. 3 7 (2 H, s) , 5. 9 0 ( 1 H, b 
6. 5 6 (2H, s) , 6. 9 4 - 6. 9 7 (2 
H, m) , 6. 9 8 - 7. 1 3 (2H, m) 
[0 0 4 2] mffiffl 1 6 

(1) ^DU^^i/tf Uv>4 gt4-^ >&S-)V 
3. 6 g«JSV>*lM!l- (1) t^i©MT3- 



F (%) 
5.6 3 
5.9 0 

[ [ (4-^>^-;w ku^>* 

4. 5g|L 

S»#*T« (m/z) 2 2 5 <M + ) 

mm^mx^t? bjv (DMso-d 6 , TMsi^gBt 

(5:1. 97-2. 05 ( 2 H, m) , 2. 82-2. 
8 9 (4H, m) , 5. 3 5 (2H, s) , 6. 8 2 
(1H, d, J = 5. 0Hz) , 6. 89 ( 1 H, 
J = 5Hz), 7. 11 (1H, dd, J = 5, 
z) , 8. 0 4 (1 H, d d, J = 5. 5, 8. 
z) , 8. 5 7 (1H, d, J = 8. 0Hz) , I 



d, 
5 H 
0 H 
. 8 



50 



7 (1 H, 

s) 



d, J = 5. 5 H z) , 8. 9 7 ( 1 H, 
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(13) 



#M¥8-5 3 4 1 6 



23 

(2) 3- [ [ (4— f>^-;w ttss\ *5P;W tf 

U^6 0 4mg, ?DDK»X^5 8 0 /ilS^ 



1 - (2) 



(3) , 2 <h^«cD*}£T 5 - * 
jn^MrfS (C15H20NOC 1 • 0 
C (%) H (%) 



mmm 66.44 7.66 
mmm. 66.79 7.56 

Wmftffim (m/z) 2 3 0 (M + +l) 
^«MtX^ h;i/ (KB r) cm" 1 : 1 5 9 2, 1 
2 6 8 

S«^*WX^^h;l/ (DMSO-de, TMSM 

5:1. 97-2. 03 ( 2 H, m) , 2. 33 (2 
H, br), 2. 79 (2H, t, J = 7. 5Hz), 
2. 85 (2H, t, J = 7. 5Hz) , 3. 11 (2 
H, b r) , 3. 6 9 (2 H, b r) , 4. 5 0 (2 
H, s) , 6. 02 (2H, br) , 6. 76 (1H, X 
Ttmftffim (C16H22NOC 1 • 0 
C (%) H {%) 

asftfi 66.75 8.02 
mmu 6 6.7 6 7.88 

®S^«ffi (m/z) 2 4 3 (M + ) 
m^mWtWX^P b)V (KB r) cm 1 : 1 5 9 0, 1 
48 0, 146 4, 1266 

^mTs^hJV (DMSO-de, TMSWgK^ 



* [ [ (4--f >^-;w -1, 2, 

3, 6-f h7tHDt!U^>'ifiSaS 5 3 0mgS 
ft. 

H£ : 2 1 3-2 1 5<C 
. 3H20tLT) 
N (%) CI (%) 
5.16 13.7 
4.9 8 12.57 

^d, J = 5. 0Hz) , 6. 84 (1H, d, J = 5H 
10 z) , 7. 09 (1H, dd, J = 5, 5Hz) 

[0043] mmmi i 

3 - [ [ (4--Y>^-;W tfU^> 

1. 5g, 3WW^5ml, h U 
A3 0 2mgiV)«tfl3 iH«©*«Tf 5 - [ [ (4 

-<i>#-M ^gvw - 1-^^-1, 

2, 3, 6-fh7tHPH'Jy>«MI^l. 02 
g#ft, 

HbK : 159-1611: 
4 5H 2 Otbt) 



N (%) 
4.8 6 
4.8 9 



C 1 
1 2. 
1 2. 



(%) 
3 1 
6 4 



(1 



2PQ 
(5 

z) 
r) 
H, 
b r) 
r) , 

r) , 6. 
4 (1H, 



2. 0 0 (2 H, t t , J = 7. 0, 7. 0 H 
, 2. 37 (1H, br), 2. 51 (1H, b 
, 2. 79-2. 87 (4 H, m), 3. 09(1 
b r) , 3. 3 2 (3H, s) , 3. 3 9 ( 1 H, 
3. 83 (1H, br), 4. 02 (1H, b 
4. 52 (2H, s), 6. 04 (2H, b 
7 7 (1H, d, J = 8. 5Hz) , 6. 8 
d, J = 8. 5Hz) , 7. 09 ( 1 H, d* 



*d, J = 8. 5, 8. 5Hz) 

[0044] mmmi s 

(i) 7 -yji^u-4-^>yy-)vi. 52 g 

0. Ommol) t4-t7nn*^)V¥W> 

1. 80g (11. Ommol) iD^fiMl- (1) 

tmm\zT)i*MkEjfc*m\ 4- [ [ a-yji,* 
30 5g (100%) %n&mfotLTmc 0 ^05^10 

6mg (0. 4 1mmol) ^mMM 1 - (1) iH« 

-4-^y*?- M ^5,] tfU^> 
9 5mg*ifij|gai:lT#fec 
: 1 9 4- 1 9 6t 



TC^Wft (CisHisNOC 1 Ftbt) 

C (%) H (%) N (%) 
air* 64.40 5.40 5.01 
4 2 5.3 3 4 

40 



mmm 6 4. 

2 4 3 (M + ) 



mmttffim (m/z) 

*B»ft»*^*h;p (DMSO-d 6 , 
2P) 

6:2. 05-2. 17 ( 2 H, m) , 2. 87-3. 
0 0 (4 H, m) , 5. 4 5 (2 H, s) , 6. 8 0 
(1H, dd, J = 8. 8 5, 3. 3 6 Hz), 6. 9 
2 (1H, dd, J = 8. 8 5, 8. 8 5 Hz), 7. 
99 (2H, d, J = 6. 10Hz), 8. 89 (2 

7C*#«Tffi (C 2 iH 2 iNOFBr • 
C (%) H (%) 
6 2.4 2 5.2 4 



9 8 
H, d, 



CI (%) F (%) 
1 2.6 7 6.7 9 
1 2.7 0 6.6 9 
J = 6. 1 0Hz) 
[0 0 4 5] (2) 4- [ [ (7 -y)V-*U-4--f> 
y-)V) 3MP5/I h°Uv>2. 33g (9. 5 

9mmol) J:D**S«1- (2) tR«fcffV\ 1- 
^>v;l/- 4 - [ [ (7 -7)V*U-4-^ >jf~)V) 
sM 1 ^] ^^;W h°U^A^D^H3. 99g (1 

00%) *««fi«atbT#&, 

HUiK : 161-1631: 
0. 5H 2 0£LT) 
N (%) F (%) B r (%) 
3.3 1 4.4 9 18.88 
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25 

mmm 6 2 

SS4>«f« (m/z) 3 3 4 (M + ) 
S«**«X^^h;i/ (DMSO-de 

. 1 6 (2 H, m) , 
, 5. 4 8 (2 H, 
7 9 (1H, d d, 
6. 9 3 



6:2. 0 4-2 
0 0 (4H, m) 
(2H, s) , 6 
3. 9 0 H z) , 
9, 
m) 



2. 8 7-3. 
s) , 5. 8 6 
J = 8. 7 9, 
(1 H, d d, J = 8. 7 
. 79Hz), 7. 38- 7. 50 (3 H, 
7. 5 3 (2 H, d d, J = 7. 5 7, 1. 7 1 

3 5Hz) , 9. 1 



Hz) , 8. 1 5 (2H, d, 6 
7 (2H, d, J = 6. 3 5Hz) 
[0 0 4 6] (3) 1 -^yi?)V-A- [ [ (7-7)], 

7n*^«Tit (C2 2 H 25 NOC 1 F tLT) 

C (%) H (%) N (%) 
a^fg 70.67 6.74 3.75 
7 0.6 5 6 . 

mmmm (m/z) 337 (m + ) 
mm^mx^? b)i (DMso-d 6 , tms w skr 
m 

6:1. 99-2. 10 ( 2 H, m) , 2. 35 (1 
H, brd, J = 17, 7Hz), 2. 45-2. 60 

( 1 H, m) , 2 . 7 5 - 2. 9 0 (4 H, m) , 3 . 
04-3. 17 (1H, m), 3. 47 (1H, br 
s) , 3. 6 1 (2H, b r s) , 4. 2 7-4. 4 1 

( 2 H, m) , 4. 5 0 (2 H, s) , 5. 7 7 (1 
H, s) , 6. 78 (1H, dd, J = 8. 8 0, 3. 
97Hz), 6. 89 (1H, d d, J = 8. 80, %l 

70*5)** (ChHbNOC 1 FtLX) 

C (%) H (%) N (%) 

mmm 63.49 6.75 4. 

6 3.44 6.6 4 4. 
Wmttffim (m/z) 2 4 7 (M + ) 
9M9L#mX*V?b)V (DMSO-d 6 , TMSftgRg 



(14) #^¥8-5 3 4 16 

26 

36 4.95 3.46 4.09 1 9.38 

*^P^H3. 99g (9. 64mmol) iDHJSWl 
TMS^SKg - (3) tH«fc«7cL/fc«*9A^PVh^7>f- 

^w>:»ix^i : i) xmmrz>z£\z£ 

D, 1 4 - [ [ (7 -7;V*n-4--f > 

-1, 2, 3, 6-^h^b 
HDhTU^>2. 49g (7 7%) %mn&mVt%tL 
rmtco S5tll0«l«ft2 0 0mgS*Sl:±t)i« 
JKitSJlttiO, 1-^/^-4- [ [ (7-7 
10 ;i/^n-4 — f>^-;i/) ;f^>] ^?;w -i, 2, 
3, 6-fh?tHPliU5?>'*l«184mgS« 

Bfc : 2 0 6-2 0 8t 



C 1 (%) 
9.4 8 5. 
9.3 3 5. 

7. 



F (%) 
0 8 
0 6 

4 6 (3H, 



s) , 7. 6 1 (2 



7 0 3.7 1 

^8. 8 0Hz) 
-37 H, s) , 10. 87 (1H, br) p pm 

[0047] mmmi 9 

1 -^>i?)V- 4 - [ [ (7 -^;i/^n-4--f 
;w -1, 2, 3, 6-fh7tFD 

h°Uv>2. 2 9g (6. 8 0mmol) <k^mMM2 

;*?;W -1, 2, 3, 6-f hSfcPnKU 

5? >■*•*!. 2 6g (6 5%) ^iMSiLTf 



9 4 
8 8 



2 0 7-2 0 8<C 



C 1 (%) 
12.49 
12. 4 4 



F (%) 
6.6 9 
6.6 4 



2PQ 

(5:1. 99-2. 11 ( 2 H, m) , 2. 33 (2 
H, brs), 2. 78-2. 93 (4 H, m) , 3. 
18 (2H, t, J = 5. 80Hz), 3. 58 (2 
H, s) , 4. 4 9 (2 H, s) , 5. 8 1 (1 H, 
s) , 6. 77 (1H, dd, J = 8. 5 4, 3. 66 
Hz), 6. 89 (1H, dd, J = 8. 5 4, 8. 5 
4Hz) , 9. 29 (2H, br) ppm * 
7C*4>*ftt (C14H20NOC 1 2 • 0 
C (%) H (%) 

mmm 57.98 6.67 
mmm 57.94 6.67 
mmttffim (m/z) 251 (m + ) 

aWMBBMKX^;? h)V (KB r) cm" 1 : 1 5 0 0, 1 

2 5 4, 1 1 9 8tf[««*»X^h;P (DMSO-d 50 



★ [0 0 4 8] ftJKM 2 0 

^7DD/fjHfU^>lifil. lgi4-^DD-2 
-^f*7z;-JHg, *fltthU^A6 0 0m 
g, a^WfJ^Oml, **ft*9*^hUA3 0 

4mg«u ( mmmi, 3tmmt^m^m^\ 5- 
[ (4-^dd-2-^W7x;^» ^^;n -1 

40 -^^Iz-l, 2, 3, 6 -T-h^t FPtrUi?> ■ M 
mM%9 8 4mg|L 
ML^C : 2 0 7-2 0 91: 

. 1 H2 OibT) 
N (%) CI (%) 
4.8 3 2 4.4 5 
4.8 0 2 4.3 4 
6, TMS^g?) 



6:2. 17 (3 H, s) 
2. 5 0 (1 H, b r) , 



, 2. 37 (1H, br), 
2.8 2 (3H, s) , 3. 
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(15) 
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, 3. 40 (1H, br) , 3. 6 
3. 8 2 (1 H, br), 4. 5 2 
0 5 (H, b r) 6. 9 8 ( 1 H, 
7. 19 (1 H, d d, J = 
7.2 3 (1H, d, J = 2. 



28 



0 9 (1 H, b r) 
4 (1H, b r) , 
(2H, s) , 6. 
d, J = 9. 5 H z) , 
9. 5, 2. 5Hz) , 
5Hz) 

[0 0 4 9] »J2 1 
i^nP^^Hf U5?>*K*1. 1 g, 4-7^^-2* 

jtMftmm. (ChHhNOB r C 1 thX) 
C (%) H (%) N (%) 
9Htt 5 0.5 5 5.7 6 
5 0.2 9 5.6 6 
2 9 5 (M + ) ,2 9 7 (M + ) 
1 4 9 8, 1 



*-^Wx;-;H. 3 1 g, *#fe*-MJ£A6 0 
Omg, 3^Wf;P20ml, h U A 

3 0 4mgffl^ mmmi, 3tmmr^m^m^\ 5 

- [ (4-^D^-2-^fJl/7x;ty) *3\n/| - 
l-^^;l/-l, 2, 3, 6-Th7tHnt!Uy>' 
littSl. 0 1 g#£ Q 
gfi : 2 0 9 - 2 1 1 <C 



®«##rffi (m/z) 
*^«6KiKX^? (KB r ) cnr 
2 5 4 

(DMSO-de, TMSftgRt 



B r {%) 
2 4.0 2 1 0. 
2 8.8 2 1 0. 
5, 2. 0Hz) , 



C 1 

4. 2 1 
4.2 9 
^=8. 
0Hz) 

[0050] mmm2 2 



(%) 
6 6 
6 5 

7. 3 5 



(H, d, J = 2. 



40 

6:2. 17 (3H, s) , 2. 3 6 (1H, b r) , 
2. 5 0 (1 H, b r) , 2. 8 2 (3H, s) , 3. 
10 (1H, br), 3. 40 (1H, br), 3. 6 
4 (1H, br), 3. 82 ( 1 H, br), 4. 52 
(2H, s), 6. 05 (1H, br) 6. 93 (1 
H, d, J = 8. 5Hz), 7. 31 (1H, d d, 

Ttmfttirm (CsHnNOC 1-0. 

C (%) H (%) 

mmm. 63.72 8.43 
mmm 63.73 8.19 
mm^mm (m/z> 231 (m + ) 

SPiMSRKX^ HP (KB r) cm 1 : 1 5 0 8, 1 
2 5 6 

M^iX^^h;!/ (DMSO-de, TMSM 

6:2. 14 (3 H, s) , 2. 2 0 (3 H, s) , 
2. 36 (1H, br), 2. 50 (1H, br), 



1*1. 5g, 2, 4-v^? 
Jl/7x/-JH. 2 3g, **ftthUW8 5 0m 
g, a^fi^Oml, **fcW*tbUA4 1 

6m g «^ mmmi, 3tn«a*sts^ 5- 

2? [ (2, 4-^^7x;+y) ;*9\JW -1-;*? 

2, 3, 6-f h?tHni;»jy>'j»** 

1. 12gffc 0 
H£ : 138-1411: 

8 3H 2 0<hbT) 
N (%) CI (%) 
4.9 5 12.54 
4.9 4 12.47 

2. 8 1 (3 H, s) 
3 8 (1 H, br) , 

30 8 ( 1 H, b r ) , 4 



, 3. 
3. 1 



, 3. 10 (1 H, b r) 
3. 6 4 (1 H, br) , 
46 (2H, s) 6. 03 (1 
H, br), 6. 83 ( 1 H, d, J = 7. 5Hz), 
6. 93-6. 95 (2H, m) 
[0 0 5 1] 
C*2] 
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(16) WBPF8-5 34 1 6 

29 30 



mm 


ft ^ * jft * 


lentil 


ft ^ * it st 


i 


F 


7 


I X — / 
F 


2 


T 

F 


8 


1 

F 


3 


of?? 

i 

F 


9 


F 


4 


F 


10 


F 


5 


F 


11 


F 


6 


F 


12 


F 



[0 0 5 2] [&3] 
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31 



3 4 1 6 

32 



mm 


ft ^ * jft * 




ft ^ * it A 


13 


F 


19 


1 

F 


14 


F 


20 


li 


15 


F 


21 


Br 


16 




22 


T 


17 








18 
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Abstract of JP805341 6 

PURPOSE:To obtain a new tetrahydropyrldine derivative capable of extremely 
selectively inhibiting re-incorporation of 5-HT and having antagonism also to 5-HT2 
receptor. CONSTITUTION:This tetrahydropyridine derivative is expressed by formula 
VII [R<1> and R<2> are each H or a lower alkyl; dotted line exhibits that R<1> R<2> 
and adjacent C together form a 4-8 membered hydrocarbon ring; R<3> is H, a 
halogen or a lower alkyl; R<4> is H, a lower alkyl or an aralkyl; R<5> is H or a lower 
alkyl] or its salt, e.g. 1-benzyl-5-[[7-fluoro-4-indanyl)-oxy]methyl]-1 ,2,3,6- tetrahydro- 
pyridine. This compound of formula VII is obtained by reacting a compound of formula 
II with a compound of formula ill (X is a halogen or mesyloxy) to afford a compound of 
formula IV, reacting the compound of formula IV with a compound of formula V to 
provide a compound of formula VI and reducing the compound of formula VI. The 
compound of formula VII is a medicine having antidepressant and anxiolytic action 
and free from adverse effects. 
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